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1971 Vane XKHrtH*2ftaRflE*MI6*SH*ftjftiS (NSAID) »3± 
mM*tm.tt>M CCyclooxygenase, CoX) mtf&&mi$Wfeik%tilJti1&&M&&tii>&- 
±m, mfoftM, E&MfeJ&Hi NSAID ffi&Wh^ S.^jSi$DBM^ , TO'05. i&5 

1991 ^, Herschman jfP Simmono JB#^:£ftiE&3tffc3flfcffcH*-2 (CoX-2) W 

m-wraxn. jifc^^i^^M^. cox-2 #%MBumMW$o 

CoX-2 Rfffc* NSAID «J«8^. NSAID ft CoX-1 £«J#JW3lftfi«J-S? 

5FaRjffi»ai-6-3i«w. hi*. cox-2 6ua3ift, iijB»H«»»tt cox-2 wmmmmm 

^a^^SL, NSAID M CoX-1 *Wf£JS35, MJtt CoX-2 «J*JftJ£fi. 

itkitr^w nsaid ji^m^m cox-i. I5W cox-i wftmmm^mff}^ 

$L&.m&k. ft Cox-2 «nW^fflaHJH!J««IWfl r «a». § ffr#«& nsaid xt CoX- 

1 #1 CoX-2 WWl^l^ffl W CoX-2/ CoX-1 tttfrfli^, Ktbftj&^^I^Xt CoX- 
Sift, e±TO&#ttCoX-2^ftJft]W: CD ft&ffiS CMeloxicam) 
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fl^JglS^HM'ft^tt^; (2)Celecoxib ^^^^-tra^M 

mi cox-2 «A^^«Mffi0j^^. bw^^^bj, 

NSAID jftttl, Celecoxib AW4lSfi<]^Wfl<3^^T^*^^ftW^g:SiS; (3) Vioxx 
B^i^fflfMf^f^^iH^i' <4) ^H^J (Minesulide) 




(i) 

fg, PI*. TS; XIF, CI. Br, OCH 3 fPOH. mft&W^lt 

*«»*tt»ifM3fiUK aw cox-2 * 

US4180662A, 5$ (3) ife^*WK^«±J»£tt4fc***J- 




^ittR,, R 2 *flx$n5£ (l) t^i. 
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Si CD tt*ttW#**KF* C2) tt^fnsS C3) ^^^X-^^iPAT 

JEKffitfc, 55 CD 4fc-*tttojr*JM. ^fe&JSHMK. njR*>IWtt&« LD50 it 200- 
500mg/kg#J?5Eo 

£#|J 1.6-tC^*-2-¥S-N-[2^5'-¥*)l*^»]-2H-lS^^[2,3-e]-l,2-«l#-3-¥m^- 





3 _/ ii 'N 



2 1 

ft-ffc^ C2) C1.5g, 0.005mol), 24KS-S-¥Mtt Ctti**3) (0.75g, 
0.0065mol), ^P~¥^ C180mL) JqA~^ 500mL ^HMIIJ^W. 2EN 2 ^ 
TJMtlilSftlO/jNllt. **P, j±^»a6-gl-44S*-2-¥»-N-[2'-(5 , -^*)'«^]-2H. 
»^[2,3-e]-l,2-lE"»-3-¥mK-l,l--^ i ^W^fe^ > * 1 - 2 g. m P- : 245~250°C, MS 
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( m/z): 392, 374, 328, 141, 115; "HNMR (DMSO-d 6 ): 5 2.328 (d, 3H, J=6), 2.937 (s, 
3H), 7.364 (s,lH,J=6), 7.678 (s, 1H>, °CNMR (DMSO-d,): 165.528,163.503,155.943, 
138.012, 136.395, 134.720, 124.305, 122.572, 111.559,38.320, 11.664. 

*/jxKn#ia* s &, ««a io jRi #ai*siextJ»a* para c**mt*> *t 

8mg/kg, =^£iM&^J%H&^3Mfi« 1 2mg/kg «ft), 4rag/kg (40, 

8mg/kg Cift), «H¥#9l»/MWtl , K. PattI'M?W»^ 43%; #81* 
«WJ 1 tt^fcttffl^ *K W*J**i&afi<I/>Sl^l+JK«I*J*^*J» 56%. 67%, 

81%; ^^emth^wa«ttM^(p<o.oi) c*D. 

ttflftfi CftJ*4mg/kg) jfPSS53*« 1 tt-frWW^ jft*U*H>MMMa. ffl^M 

Stlfef Ife&SBWJ*' 1 lmg/kg U&X 2mg/kg C * )n 

4mg/kg Cift), 2-6 <hWJ£R#JK*^!66X*JHfitetfcM*tt**(P<0.01- 

0.001); J5PBtt«*»*JKtk«^Waa. (^2fP^l) 
^J4 tt+fc#JW*3l®ttJ^W#fl! 

SE«<hi,dWW1ftPiW&^**W 1 tt^tt 2mg/kg, 4mg/kg, 8mg/kg, JfiKfc##H 
#g|jS«I»«(iiKffl#RS)^aeattS***14^^(P<0.01--0.001); 2mg/kg 
4mg/kg C + X 8mg/kg Cift) 90%, 80%, 60%; ^PBttlS 

5£v£M(8mg/kg), 100%tt&, *ftf^fflMJR C*3). 

^li,P|g^»J 1 4fr£*l lmgAcg (l&X 2mg/kg 4mg/kg (1ft), t£ftJ*tft 

J^W«tt«5lfiW**tt»««ttJ»3t««^M* 18, 24 /jMtfJ* 3 ^, * 8 3c*P 

(314). 

^j6 a»«u^%* 

■xmmmmmmm 1 it-t^ img/kg usx 2mg/k g (*)> 4mg/k g cw) ra^, 

£ttft££*|ttttft*lJ*ttJtft]!ilJt3I. «H*2Sfc£*#ai* 0%,30%,80%; 
J*4mgAcg-100%tfctSf, SJltWUfc-frW^ftRifi^ (P<0.01, JAL*5)o 

$jfi^ 7 «a?pj^ _ 0 „ „ 
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f|g 100 40 MM&to PEG-400, fa3C+AnAaftWBzK. 

&Jg&«#i41nA lmol/L NaOH pH Qtfj 9. 45» JnAStttSt. MT1K# 20 # 

& 0.22iim 1»?L«lBliitt. ftttS-frttJg.^ESEW^frT^T 6ml «6B#3fS. JP 



3ft 1. 




«L£(J 


?f!j*(mg/kg) 








1.12 + 0.30 




8 


0.43±0.36** 




2 


0.56+0.35** 




4 


0.67 + 0.43** 




8 


0.81+0.26** 



ffi:^JPtJRffiffltfc**P<0.01. 
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2g3. 






mm 








(mg/kg) 








- 


44.22 ±21. 200 


100 




8.0 


18.11 + 14.37** 


100 




8.0 


2.78 + 3.49*** 


60 


+ 


4.0 


10.78±8.15** 


80 




2.0 


14.78+6.38** 


90 



£:J?#)M*lbt**P<0.01,***P<0.001 
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(i) 

R,I¥I, Z,*, TO. #TO. TS; R 2 l¥i- Z.*, TO. UTO. T 
Si XftF, CI, Br, OCH3SIOH0 

2. MigtlWM- »S 6-|[-4^1-2-¥i-N-[2'-(5'-¥*)i«*]-2H-«^ 
^[2,3-e]-l,2-ii-3-fiK-l,l--«tt. 

3. en fli-^aw^. *^«fe-a»»T®w* (2) it&wtt «> tt. 




R,. RaWxin*i^J5?*i 

4. 3 g+WsS (1) 6-m-4-^S-2-¥*-N-[2'-(5'-¥ 

S)lS^]-2H-llR^m2,3-e]-l>l«l*-3- ¥ ,1 • 

6. ;feig;&*y3^5W354&£^4^^ 

^S)lgIii»]-2H-lgn^#[2,3-e]-l > 2-l8l^-3-^S*l$-l,l-— *4fc4&. 

8. mmmm^em^m, £*wwr*u 

9. 5£ CD 4fc^JB^H*»&<MrtSflWBift. 

10. 9 £*W5$ CD ft^l6-t-4-jgI-2-fI-N-[2'-(5'-¥ 
«)l*l^S]-2H-lS^^[2,3-e]-l s 2-Sit^.3-?ife^-l J l--ftW. 
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NO7502932A 


22.03.76 


DK7503811 A 


03.05.76 


FI7502398 A 


30.04.76 


FR2282893 A 


30.04.76 


JP5 1048694 A 


26.04.76 


BR7505463 A 


03.08.76 


ZA7505055 A 


04.06.76 



PCT/ISA/210 W#X1»« * 7 







PC 1 /CN U2/U043 / 






















GB1519811 


02.08.78 


FR2303803 A 


12.11.76 




PT64211 A 


17.17.76 




FR2309558A 


30.12.76 




DD124119A 


02.02.77 




JP52083495 A 


12.07.77 




GB1519812 A 


02.08.78 




AT7506559 A 


15.10.78 




IL47877 A 


31.10.78 




HU15865A 


28.12.78 




CH608500A 


15.01.79 




CH608501 A 


15.01.79 




SU603338A 


29.03.78 




AT7805048 A 


15.03.79 




AT7805049 A 


15.03.79 




AT7805050A 


15.03.79 




AT7805051 A 


15.03.79 


US4076709 


28.02.78 


US4 134898 A 


16.01.79 




CA1050539 A 


13.03.79 




CA1066711 A 


20.11.79 




CH617705A 


13.06.80 




CH621791 A 


27.02.81 


CN,A,1083066 


02.03.94 


EP0576906A1 


05.01.94 




AU4 172693 A 


06.01.94 




CZ9301296 A3 


19.01.94 




NO9302129 A 


04.01.94 




CA2097167A 


04.01.94 




FI9302863 A 


04.01.94 




SK9300638 A3 


02.02.94 




JP6 157543 A 


03.06.94 




ZA9303899A 


31.08.94 




AT9201360A 


15.12.94 




NZ247690A 


22.12.94 




HU68733 A 


28.07.95 




US5527796 A 


18.06.96 




IL105774 A 


10.01.97 



PCT/ISA/210 3KH**«W#X 19*8 * 7 ^> 



